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RESPONSE TO APPLICANT'S AMENDMENT 



1. Applicant's amendment, filed 06/28/04 is acknowledged. 
Claims 12-18 are pending. 



2. Claims 12-18 drawn to a method of treatment or prophylaxis of chronic fatigue 
syndrome in mammalian comprising administering stressed mammalian blood cells 
wherein stressor is both oxidative conditions and ultraviolet radiation are under 
consideration in the instant application. 

In view of the amendment, filed 06/28/04 the following objection rejections remain: 



3 . The disclosure stand objected to because of the following informalities: there is no 
Description of Figures 1 and 2 in the "Brief Description of the Drawings". 

Appropriate correction is required. 

Applicant's arguments, filed 06/28/04 have been fully considered, but have not been 
found convincing. 

AppHcant asserts that page 3, lines 13-15 of the Specification contain a Brief 
Description of the Drawings. 

Contrary to Applicant's assertions, it is noted that on page 3, line 13-15 there is no 
description and explanation of Figures 1 and 2. 



4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

5. Claims 12-18 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a process of decreasing the expression of one or 
more of the inflammatory cytokines IFN-y and IL-6 from cells in mammalian patients 
comprising administering to the patient an effective amount of stressed mammalian blood 
cells wherein said blood cells have been extracorporeally subjected to both oxidative 
conditions and UV radiatio n does not reasonably provide enablement for a method for 
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treatment or prophylaxis chronic fatigue syndrome in a patient comprising administering 
to the patient an effective amount of stressed mammahan blood cells wherein said blood 
cells have been extracorporeally subjected to both oxidative conditions and UV 
radiation. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and or use the invention 
commensurate in scope with this claim for the same reasons set forth in the previous 
Office Action, mailed on 02/26/04. 

Applicant's arguments, filed 06/28/04 have been fiiUy considered, but have not been 
found convincing. 

Applicant asserts that: (i) newly submitted claim 12 does not recite an inflammaroty 
disease but rather recites treatment and prophylaxis of chronic fatigue syndrome (CPS) 
and specification clearly recites the role of excessive amount of IL-6 in CPS in a 
mammalian patient; (ii) newly submitted claim 12 recites a method which the Office 
Action mailed on 02/26/04 already acknowledge as enabling. 

Contrary to Applicant's assertion, it is noted that in the previous Office Action, mailed 
on 02/26/04 it was explicitly stated that specification does not reasonably provide 
enablement for_a method for treatment or prophylaxis of any inflammatory disease, 
including chronic fatigue syndrome in a patient comprising administering to the patient 
an effective amount of stressed mammahan blood cells wherein said blood cells have 
been extracorporeally subjected to both oxidative conditions and UV radiation. The 
examiner failed to understand how said statement can be interpret as an acknowledgment 
of an enabling for a newly submitted claim 12 that recites treatment and prophylaxis of 
chronic fatigue syndrome (CPS). 

Moreover, as was stated in the previous Office Action, since there is no animal model 
studies and data in the specification to show the effectively of treatment or prophylaxis 
of chronic fatigue syndrome in a patient comprising administering to the patient an 
effective amount of stressed mammalian blood cells wherein said blood cells have been 
extracorporeally subjected to both oxidative conditions and UV radiation it is 
unpredictable h ow to correlate a contact hypersensitivity (CHS) test on Balb/c mice and 
the decrease in the expression levels for cytokines IPN-y and IL-6 in the lymph tissue 
of the treated animals with claimed in vivo use. Applicant himself acknowledge that 
etiology of CPS remains unknown and it is well known in the art that excessive 
sensitivity to IL-6 are almost certainly not the only factor controlling CPS ( see page 9, 
lines 20-25 in particular). In other words Applicant acknowledge that treatment and 
prophylaxis of CSP is subject to a number of factors which enter the picture beyond 
simply reduction in the levels of IL-6 by administering stressed blood cells. Since the 
method of treatment or prophylaxis of chronic fatigue syndrome in a patient, by 
administering an effective amount of stressed mammahan blood cells can be species- 
and model-dependent ( see Van Noort et al. Intemational Review of Cytology, 1998, 
V.178, pages 127-204, Table III in particular) , it is not clear that reliance on the contact 
hypersensitivity (CHS) test on Balb/c mice and the decrease in the expression levels 
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for cytokines IFN-y and IL-6 in the lymph tissue of the treated animals accurately reflects 
the relative mammal and human efficacy of the claimed therapeutic strategy. The 
specification does not teach how to extrapolate data obtained fi-om the above discussed 
studies to the development of effective in vivo mammalian including human therapeutic 
treatment, commensurate in scope with the claimed invention. Therefore, it is not clear 
that the skilled artisan could predict the efficacy of a method of treatment or 
prophylaxis of chronic fatigue syndrome in a patient, by administering an effective 
amount of stressed mammalian blood cells. Thus in the absence of working examples or 
detailed guidance in the specification, the intended uses of any pharmaceutical 
composition comprising stressed mammalian blood cells are firaught with uncertainties. 

Also an issue was whether or not the claimed method would fimction "for the 
prophylaxis of CFS". The nature of the invention is such that it would require the 
administration of blood cells that have been extracorporeally subjected to both oxidative 
conditions and UV radiation that would prevent a mammalian subject firom having 
inflammatory disease. The burden of enabhng the prevention of a disease (ie. the need 
for additional testing) would be greater than that of enabling a treatment due to the need 
to screen those humans susceptible to such diseases and the difficulty of proof that the 
administration of stressed blood cells was the agent that acted to prevent the condition. 
Further, the specification does not provide guidance as to how one skilled in the art 
would go about screening those patients susceptible to any inflammatory disease, 
including chronic fatigue syndrome within the scope of the presently claimed invention. 
Nor is guidance provided as to a specific protocol to be utilized in order to prove the 
efficacy of the presently claimed compounds in preventing these disease states. 
Accordingly, undue experimentation is necessary to determine screening and testing 
protocols to demonstrate the efficacy of the presently claimed invention. 

Thus, Applicant has not provided sufficient guidance to enable one skill in the art to use 
claimed method of treatment or prophylaxis of any inflammatory disease, including 
chronic fatigue syndrome comprising administering an effective amount of a 
therapeutically effective amount of of stressed mammalian blood cells in manner 
reasonably correlated with the scope of the claims. The scope of the claims must bear a 
reasonable correlation with the scope of enablement. In re Fisher, 166 USPQ 18(CCPA 
1970) indicates that the more unpredictable an area is, the more specific enablement is 
necessary in order to satisfy the statute. 



In view of the quantity of experimentation necessary, the unpredictability of the art, the 
lack of sufficient guidance in the specification, the limited working examples, and the 
limited amount of direction provided given the breadth of the claims, it would take undue 
trials and errors to practice the claimed invention. 
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S.LAlsoan issue was that the incorporation of essential material in the specification by 
reference to Kondo et al. on page 10, line 13 for a contact hypersensitivity test according 
to approved animal experimentation procedures is improper because an application for a 
patent when filed may incorporate "essential material" by reference to (1) a United States 
patent or (2) an allowed U.S. application, see MPEP 608.01(p),. "Essential material" is 
defined as that which is necessary to (1) support the claims, or (2) for adequate disclosure 
of the invention (35 U.S.C. 1 12). "Essential material" may not be incorporated by 
reference to (1) patents or applications published by foreign countries or regional patent 
offices, to (2) non-patent publications, to (3) a U.S. patent or application which itself 
incorporates "essential material" by reference or to (4) a foreign application. See In re 
Fouche. 169 USPQ 429; 439 F.2d 1237 (CCPA 1971). 

Apphcant is required to amend the disclosure to include the material incorporated by 
reference. The amendment must be accompanied by an affidavit or declaration executed 
by the applicant, or a practitioner representing the applicant, stating that the amendatory 
material consists of the same material incorporated by reference in the referencing 
application. See In re Hawkins, 486 F.2d 569, 179 USPQ 157 (CCPA 1973); In re 
Hawkins, 486 F.2d 579, 179 USPQ 163 (CCPA 1973); and In re Hawkins, 486 F.2d 577, 
179 USPQ 167 (CCPA 1973). 

It is noted that Applicant has not addressed said issue. 



6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not he obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 



7. Claim 12-18 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
98/07463 or U.S. Patent No. 5,980,954 or WOOO/06703 each in view of CDC Report ( 
1999) set forth in the previous Office Action, mailed on 02/26/04. 

Applicant's arguments, filed 06/28/04 have been fully considered, but have not been 
found convincing. 

Applicant asserts that : (i) neither the '436, *954 or *703 are directed to treating CFS, and 
that rather than addressing IL-6 levels these references are concerned with the 
characteristics of treated blood; (ii) there is no disclosure in the CDC article of 
suppressing the IL-6 levels in the prophylaxis or treatment of SFC. 
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Applicants have traversed the primary and the secondary references pointing to the 
differences between the claims and the disclosure in each reference. Applicant is 
respectfully reminded that the rejection is under 35 US CI 03 and that unobviousness 
cannot be established by attacking the references individually when the rejection is based 
on the combination of the references, see hi re Keller, 642 F.2d 4B, 208 USPQ 871, 882 
(CCP A 1 98 1 ) See MPEP 2 1 45 . This applicant has not done, but rather argues the 
references individually and not their combination. One cannot show non-obviousness by 
attacking references individually where the rejections are based on a combination of 
references. In re Young 403 F.2d 759, 150 USPQ 725 (CCPA 1968). 



The WO ' 703 teaches a method of treating GVHD in a mammalian patient comprises 
administering to the patient stressed mammalian blood cells (see the entire document 
Abstract in particular . The WO *703 teaches that stress blood cells have been 
extracting from the patient an aliquot of blood of volume, contacting the aliquot of blood, 
extracorporeally subject to at both oxidative conditions, ultraviolet radiation and heat 
stress simultaneously. ( see overlapping pages 5-6 and 7 in particular). The WO '703 
teaches that oxidative environment, such as a mixture of ozone, wherein an ozone 
content from about 1 to about 100 ^ig/ml and oxygen bubbled through the blood aliquot, 
from about 0.5 to 60 min (pages 7 and 9 , in particular). The WO '703 teaches that the 
temperature stressor is in a range from about 40 to about 55° C ( see pages 8 and 1 1 in 
particular). The WO '703 teaches that UV stessor is UV-c radiation ( see page 8 in 
particular). Wherein the patient is human and the aliquot of modified mammalian blood 
is the patient's own blood , of volume from about 0.1- 500 ml (page 7, in particular). 

The WO ' 436 teaches a method of treating an inflammatory disease including 
inflammatory bowel disease and rheumatoid arthritis in a mammalian patient comprises 
administering to the patient stressed mammalian blood cells (see the entire document, 
pages 1,17, and 23 in particular) . The WO ' 436 teaches that stress blood cells have 
been extracting from the patient an aliquot of blood of volume, contacting the aliquot of 
blood, extracorporeally subject to at both oxidative conditions, ultraviolet radiation and 
heat stress simultaneously. ( see overlapping pages 13-14 and 16-17 in particular). The 
WO ' 436 teaches that oxidative environment, such as a mixture of ozone, wherein an 
ozone content from about 1.0 to about 100 jig/ml and oxygen bubbled through the blood 
aUquot, from about 0.5 to 60 min (pages 14-15, in particular). The WO ' 436 teaches that 
the temperature stressor is in a range from about 40 to about 55° C ( see page 14 in 
particular). The WO ' 436 teaches that UV stessor is UV-c radiation ( see page 15 in 
particular). Wherein the patient is human (page 8, paragraph 3 in particular), and the 
aliquot of modified mammalian blood is the patient's own blood (page 12, paragraph 4 in 
particular), of volume from about 0.01-400 ml (pages 8, 13, in particular). 



The US Patent '954 teaches a method of treating an inflammatory disease including 
inflammatory bowel disease and rheumatoid arthritis in a mammalian patient comprises 
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administering to the patient stressed mammalian blood cells (see the entire document, 
column 1, and overlapping columns 7 -8 in particular). The US Patent '954 teaches 
that stress blood cells have been extracting from the patient an aliquot of blood of 
volume, contacting the aliquot of blood, extracorporeally subject to at both oxidative 
conditions, ultraviolet radiation and heat stress simultaneously. ( see column 6, in 
particular). The US Patent '954 teaches that oxidative environment, such as a mixture 
of ozone, wherein an ozone content from about 0.5 to about 100 )ig/ml and oxygen 
bubbled through the blood aliquot, from about 0.5 to 60 min (see overlapping columns 
7-8 and Claim 5 in particular). US Patent' 954 teaches that the temperature stressor is in 
a range from about 40 to about 55^ C ( see column 7 and claim 4 in particular). The US 
Patent '954 teaches that UV stessor is UV-c radiation ( see column 8 in particular). 
Wherein the patient is himian, and the aliquot of modified mammalian blood is the 
patient's own blood of volume from about 0.01-400 ml (column 9 and claim 2 in 
particular). 

It is noted that that the above references are silent about the fact that disease condition 
in a patient is mediated by excess inflammatory cytokine production and or abnormal 
sensitivity of the patient to one or more inflammaroty cytokine, i.e. IL-6 . However, it is 
clear that both the prior art references and applicant administered the same composition, 
i.e. stressed mammalian blood cells to the same patient to achieve the same results, i.e. 
treating disease. Even though applicant has proposed the mechanism by which stressed 
mammalian blood cells alleviates symptoms of an CPS this does not appear to 
distinguish the prior art teaching the same methods to achieve the same end result. 
Mere recognition of latent properties in the prior art does not render known invention. In 
re Wiseman, 201 USPQ 658 (CCPA 1979). Granting a patent on the discovery of an 
unknown but inherent function would remove from the public that which is in the public 
domain by virtue of its inclusion in, or obviousness from, the prior art. In re Baxter 
Travenol Labs, 21 USPQ2d 1281 (Fed. Cir. 1991). See M.P.E.P. 2145. If the prior art 
structure is capable of performing the intended use i.e. to treat CPS, then it meets the 
claim. 

WO 98/07463 , U.S. Patent No. 5,980,954 or WOOO/06703 do not teach treating 
chronic fatige syndrome. 

CDC Report teaches that chronic fatige syndrome is an inflammatory disease mediated 
by excess inflammatory cytokine production. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to apply the teaching of CDS Report to those of WO 98/07463 or 
U.S. Patent No. 5,980,954 or WOOO/06703 to obtain a claimed method for treating CPS. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to do so, because chronic fatige syndrome is an inflammatory disease 
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mediated by excess inflammatory cytokine production as taught by CDC Report and can 
be treated by the method for treatment of an inflammatory diseases taught by WO 
98/07463 , U.S. Patent No. 5,980,954 or WOOO/06703. The strongest rationale for 
combining references is a recognition, expressly or impliedly in the prior art or drawn 
from a convincing line of reasoning based on estabUshed scientific principles or legal 
precedent, that some advantage or expected beneficial result would have been produced 
by their combination. In re Semaker. 217 USPQ 1,5-6 (Fed. Cir. 1983). See MPEP 
2144. 



Claimed 15 is included because the claimed ozone content from about 0.1 to about 100 
|ig/ml is within the reference ranges of 1.0-1 00|ig/ml, taught by WO'703 and WO'436 
and 05-100 |ig/ml taught by US Patent '954 . Therefore, the claimed invention is an 
obvious variation of the reference teachings, absent a showing of unobvious differences. 
Further, it has been held that where the general conditions of a claim are disclosed in the 
prior art, discovering the optimum or workable ranges involves only routine skill in the 
art. In re Aller, 220 F2d 454,456,105 USPQ 233; 235 (CCPA 1955). see MPEP § 
2144.05 part II A. 

From the combined teaching of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of ordinary 
skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 

8. No claim is allowed. 



9. THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded 
of the extension of time poUcy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 
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10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michail Belyavskyi whose telephone number is 571/ 272- 
0840 The examiner can normally be reached Monday through Friday from 9:00 AM to 
5:30 PM. A message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on 571/ 272-0841 . 

The fax number for the organization where this application or proceeding is assigned is 
703-872-9306. 

Liformation regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
appUcations may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 



Michail Belyavskyi, Ph.D. 
Patent Examiner 
Technology Center 1600 
August 13, 2004 

SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 




